J 



Connecting via Winsock to STN 

Welcome to STN International! Enter x:x 

LOGINID: sssptal651row 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ? ) : 2 
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* * 


* * 
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NEWS EXPRESS 



NEWS HOURS 
NEWS INTER 
NEWS LOGIN 
NEWS PHONE 
NEWS WWW 



* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 

"Ask CAS" for self-help around the clock 

EXTEND option available in structure searching 

Polymer links for the POLYLINK command completed in REGISTRY 

New UPM (Update Code Maximum) field for more efficient patent 

SDIs in CAplus 

CAplus super roles and document types searchable in REGISTRY 
STN Patent Forums to be held July 19-22, 2004 
Additional enzyme -catalyzed reactions added to CASREACT 
ANTE, AQUALINE, BIOENG, CIVILENG, ENVIROENG, MECHENG, 
and WATER from CSA now available on STN (R) 



MARCH 31 CURRENT WINDOWS VERSION IS V7.00A, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 26 APRIL 2004 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



************* STN Columbus * * 
FILE 'HOME' ENTERED AT 10:33:05 ON 08 JUL 2004 
=> index bioscience 

FILE 'DRUGMONOG' ACCESS NOT AUTHORIZED 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



***** 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



INDEX 'ADISCTI, ADIS INSIGHT, ADISNEWS, AGRICOLA, ANABSTR, AQUASCI, BIOBUSINESS, 
BIOCOMMERCE, BIOSIS, BIOTECHABS, BIOTECHDS, BIOTECHNO, CABA, CANCERLIT, 
CAPLUS, CEABA-VTB , CEN, CIN, CONFSCI, CROPB, CROPU, DISSABS, DDFB , DDFU, 
DGENE, DRUGB, DRUGMONOG2 , ...» ENTERED AT 10:33:30 ON 08 JUL 2 004 



7 0 FILES IN THE FILE LIST IN STNINDEX 



Enter SET DETAIL ON to see search term postings or to view 
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Connecting via Winsock to STN 

Welcome to STN International! Enter x:x 

LOGINID:sssptal651row 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ? ) : 2 

* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 
EXTEND option available in structure searching 
Polymer links for the POLYLINK command completed in REGISTRY 
New UPM (Update Code Maximum) field for more efficient patent 
SDIs in CAplus 

CAplus super roles and document types searchable in REGISTRY 
STN Patent Forums to be held July 19-22, 2004 
Additional enzyme -catalyzed reactions added to CASREACT 
ANTE, AQUALINE , BIOENG, CIVILENG, ENVIROENG, MECHENG, 
and WATER from CSA now available on STN (R) 

NEWS EXPRESS MARCH 31 CURRENT WINDOWS VERSION IS V7.00A, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6 . 0 Jc ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 2 6 APRIL 2 004 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus *************** 
FILE 'HOME' ENTERED AT 10:33:05 ON 08 JUL 2004 
=> index bioscience 

FILE 'DRUGMONOG' ACCESS NOT AUTHORIZED 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

INDEX 'ADISCTI, ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, AQUAS CI , BIOBUSINESS, 
BIOCOMMERCE, BIOSIS, BIOTECHABS, BIOTECHDS, BIOTECHNO, CAB A, CANCERLIT, 
CAPLUS, CEABA-VTB, CEN, CIN, CONFSCI, CROPB, CROPU, DISSABS, DDFB, DDFU, 
DGENE, DRUGB, DRUGMONOG2 , ...' ENTERED AT 10:33:30 ON 08 JUL 2004 

70 FILES IN THE FILE LIST IN STN INDEX 



Enter SET DETAIL ON to see search term postings or to view 



search error messages that display as 0* with SET DETAIL OFF. 



=> s (HIV infect? cell? or Human Host Cell? or peripheral blood 
mononuclear) (P) (hyaluronidase) 

0* FILE ADISNEWS 

0* FILE BIOCOMMERCE 

5 FILE BIOSIS 
9 FILES SEARCHED . . . 

1* FILE BIOTECHABS 

1* FILE BIOTECHDS 

1* FILE BIOTECHNO 
12 FILES SEARCHED . . . 

2 FILE CANCERLIT 

3 FILE CAPLUS 

0* FILE CEABA-VTB 
0* FILE CIN 
18 FILES SEARCHED . . . 

1 FILE DISSABS 

24 FILES SEARCHED... 

25 FILES SEARCHED... 

1 FILE DRUGU 

4 FILE EMBASE 

32 FILES SEARCHED. . . 

4* FILE ESBIOBASE 

33 FILES SEARCHED. . . 

0* FILE FEDRIP 
0* FILE FOMAD 
0* FILE FOREGE 
0* FILE FROSTI 
0* FILE FSTA 
1 FILE IFIPAT 
1 FILE JICST-EPLUS 
43 FILES SEARCHED. . . 

1* FILE KOSMET 
1 FILE LIFESCI 
0* FILE MEDICONF 

5 FILE MEDLINE 
0* FILE NTIS 

4 9 FILES SEARCHED... 

0* FILE NUTRACEUT 

2* FILE PASCAL 
52 FILES SEARCHED... 

0* FILE PHARMAML 

4 FILE SCISEARCH 
1 FILE TOXCENTER 

63 FILES SEARCHED. . . 

3 FILE USPATFULL 
1 FILE WPIDS 
68 FILES SEARCHED. . . 

' 1 FILE WPINDEX 

21 FILES HAVE ONE OR MORE ANSWERS, 70 FILES SEARCHED IN STNINDEX 

LI QUE (HIV INFECT? CELL? OR HUMAN HOST CELL? OR PERIPHERAL BLOOD MONONUCLEAR 
) (P) (HYALURONIDASE) 

= > S 11 

0* FILE ADISNEWS 
0* FILE BIOCOMMERCE 

5 FILE BIOSIS 

1* FILE BIOTECHABS 
10 FILES SEARCHED... 

1* FILE BIOTECHDS 
1* FILE BIOTECHNO 



search error messages that display as 0* with SET DETAIL OFF. 



=> s (HIV infect? cell? or Human Host Cell? or peripheral blood 
mononuclear) (P) (hyaluronidase) 

0* FILE ADISNEWS 

0* FILE BIOCOMMERCE 

5 FILE BIOSIS 
9 FILES SEARCHED. . . 

1* FILE BIOTECHABS 

1* FILE BIOTECHDS 

1* FILE BIOTECHNO 
12 FILES SEARCHED. . . 

2 FILE CANCERLIT 

3 FILE CAPLUS 

0* FILE CEABA-VTB 

0* FILE CIN 
18 FILES SEARCHED... 

1 FILE DISSABS 
24 FILES SEARCHED... 

2 5 FILES SEARCHED... 

1 FILE DRUGU 

4 FILE EMBASE 

3 2 FILES SEARCHED... 

4* FILE ESBIOBASE 

3 3 FILES SEARCHED... 

0* FILE FEDRIP 

0* FILE FOMAD 

0* FILE FOREGE 

0* FILE FROSTI 

0* FILE FSTA 

1 FILE IFIPAT 

1 FILE JICST-EPLUS 

4 3 FILES SEARCHED. . . 

1* FILE KOSMET 
1 FILE LIFESCI 
0* FILE MEDICONF 

5 FILE MEDLINE 
0* FILE NTIS 

4 9 FILES SEARCHED. . . 

0* FILE NUTRACEUT 

2* FILE PASCAL 
52 FILES SEARCHED... 

0* FILE PHARMAML 

4 FILE SCISEARCH 
1 FILE TOXCENTER 

63 FILES SEARCHED... 

3 FILE USPATFULL 

1 FILE WPIDS 
68 FILES SEARCHED. . . 

1 FILE WPINDEX 

21 FILES HAVE ONE OR MORE ANSWERS, 7 0 FILES SEARCHED IN STNINDEX 

LI QUE (HIV INFECT? CELL? OR HUMAN HOST CELL? OR PERIPHERAL BLOOD MONONUCLEAR 
) (P) (HYALURONIDASE) 

= > S 11 

0* FILE ADISNEWS 
0* FILE BIOCOMMERCE 

5 FILE BIOSIS 

1* FILE BIOTECHABS 
10 FILES SEARCHED... 

1* FILE BIOTECHDS 
1* FILE BIOTECHNO 



12 FILES SEARCHED... 

2 FILE CANCERLIT 

3 FILE CAPLUS 
0* FILE CEABA-VTB 
0* FILE CIN 

18 FILES SEARCHED. . . 

1 FILE DISSABS 

2 5 FILES SEARCHED. . . 

1 FILE DRUGU 

4 FILE EMBASE 
32 FILES SEARCHED. . . 

4* FILE ESBIOBASE 

3 3 FILES SEARCHED... 

0* FILE FEDRIP 
0* FILE FOMAD 
0* FILE FOREGE 
0* FILE FROSTI 
0* FILE FSTA 
1 FILE IFIPAT 
1 FILE JICST-EPLUS 
1* FILE KOSMET 
1 FILE LIFESCI 

4 5 FILES SEARCHED... 

0* FILE MEDICONF 

5 FILE MEDLINE 
0* FILE NTIS 
0* FILE NUTRACEUT 
2* FILE PASCAL 

52 FILES SEARCHED... 

0* FILE PHARMAML 

4 FILE SCISEARCH 

1 FILE TOXCENTER 
63 FILES SEARCHED... 

3 FILE USPATFULL 

1 FILE WPIDS 
68 FILES SEARCHED. . . 

1 FILE WPINDEX 

21 FILES HAVE ONE OR MORE ANSWERS, 70 FILES SEARCHED IN STNINDEX 
L2 QUE LI 
=> file bioscience 

FILE 1 DRUGMONOG ' ACCESS NOT AUTHORIZED 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

FILE ■ADISCTI' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Adis Data Information BV 

FILE 1 ADISINSIGHT 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Adis Data Information BV 

FILE 'ADISNEWS* ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 Adis Data Information BV 

FILE 1 AGRICOLA 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 1 ANABSTR 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (c) 2 004 THE ROYAL SOCIETY OF CHEMISTRY (RSC) 

FILE 'AQUASCI' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT 2004 FAO (On behalf of the AS FA Advisory Board) . All rights reserved. 



SINCE FILE TOTAL 
ENTRY SESSION 
13.11 13.32 



12 FILES SEARCHED. . . 

2 FILE CANCERLIT 

3 FILE CAPLUS 
0* FILE CEABA-VTB 
0* FILE CIN 

18 FILES SEARCHED. . . 

1 FILE DISSABS 
25 FILES SEARCHED... 

1 FILE DRUGU 

4 FILE EMBASE 

32 FILES SEARCHED. . . 

4* FILE ESBIOBASE 

33 FILES SEARCHED. . . 

0* FILE FEDRIP 
0* FILE FOMAD 
0* FILE FOREGE 
0* FILE FROSTI 
0* FILE FSTA 
1 FILE IFIPAT 
1 FILE JICST-EPLUS 
1* FILE KOSMET 
1 FILE LIFESCI 
4 5 FILES SEARCHED... 

0* FILE MEDICONF 

5 FILE MEDLINE 
0* FILE NTIS 
0* FILE NUTRACEUT 
2* FILE PASCAL 

52 FILES SEARCHED... 

0* FILE PHARMAML 

4 FILE SCISEARCH 

1 FILE TOXCENTER 
63 FILES SEARCHED... 

3 FILE USPATFULL 

1 FILE WPIDS 
68 FILES SEARCHED... 

1 FILE WPINDEX 

21 FILES HAVE ONE OR MORE ANSWERS , 70 FILES SEARCHED IN STNINDEX 
L2 QUE LI 
=> file bioscience 

FILE 1 DRUGMONOG ' ACCESS NOT AUTHORIZED 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

FILE 'ADISCTI' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Adis Data Information BV 

FILE 1 ADISINSIGHT ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Adis Data Information BV 

FILE 'ADISNEWS' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Adis Data Information BV 

FILE 1 AGRICOLA 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 1 ANABSTR 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (c) 2004 THE ROYAL SOCIETY OF CHEMISTRY (RSC) 

FILE 'AQUASCI' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT 2 004 FAO (On behalf of the AS FA Advisory Board) . All rights reserved. 



SINCE FILE TOTAL 
ENTRY SESSION 
13.11 13.32 



FILE 'BIOBUSINESS' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Biological Abstracts, Inc. (BIOSIS) 

FILE 1 BIOCOMMERCE ' ENTERED AT 10:47:24 ON 08 JUL 2 004 

COPYRIGHT (C) 2004 BioCommerce Data Ltd. Richmond Surrey, United Kingdom. All 
rights reserved 

FILE 'BIOSIS' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 BIOLOGICAL ABSTRACTS INC.(R) 

FILE ' BIOTECHABS 1 ACCESS NOT AUTHORIZED 

FILE 1 BIOTECHDS 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 
FILE ' BIOTECHNO ' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'CABA' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 CAB INTERNATIONAL (CABI) 

FILE 'CANCERLIT' ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 'CAPLUS 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' CEABA-VTB ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (c) 2 004 DECHEMA eV 

FILE 'CEN' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 American Chemical Society (ACS) 

FILE 'CIN' ENTERED AT 10:47:24 ON 08 JUL 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2 004 American Chemical Society (ACS) 

FILE 'CONFSCI' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 Cambridge Scientific Abstracts (CSA) 

FILE 'CROPB' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 'CROPU* ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 'DISSABS' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2 004 ProQuest Information and Learning Company; All Rights Reserved. 
FILE ' DDFB ' ACCESS NOT AUTHORIZED 
FILE ' DDFU ' ACCESS NOT AUTHORIZED 

FILE 1 DGENE ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 1 DRUGB ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE ' DRUGMONOG2 ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 



FILE 'BIOBUSINESS' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Biological Abstracts, Inc. (BIOSIS) 

FILE 1 BIOCOMMERCE 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 BioCommerce Data Ltd. Richmond Surrey, United Kingdom. All 
rights reserved 

FILE 'BIOSIS' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 1 BIOTECHABS 1 ACCESS NOT AUTHORIZED 

FILE ' BIOTECHDS ' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 
FILE ' BIOTECHNO 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 'CABA' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 CAB INTERNATIONAL (CABI) 

FILE 1 CANCERLIT 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 'CAPLUS' ENTERED AT 10:47:24 ON 08 JUL 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' CEABA-VTB 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (c) 2 004 DECHEMA eV 

FILE 'CEN' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2 0 04 American Chemical Society (ACS) 

FILE 'CIN' ENTERED AT 10:47:24 ON 08 JUL 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 American Chemical Society (ACS) 

FILE 'CONFSCI' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 

FILE 'CROPB' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 'CROPU' ENTERED AT 10:47:24 ON 08 JUL 2 004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 'DISSABS' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 ProQuest Information and Learning Company; All Rights Reserved. 
FILE 1 DDFB ' ACCESS NOT AUTHORIZED 
FILE 1 DDFU ' ACCESS NOT AUTHORIZED 

FILE ' DGENE ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 0 04 THOMSON DERWENT 

FILE ' DRUGB ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 1 DRUGMONOG2 ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 



FILE 1 IMSDRUGNEWS 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 



FILE 1 DRUGU 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE ' IMSRESEARCH » ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 

FILE 1 EMBAL ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Elsevier Inc. All rights reserved. 

FILE 1 EMBASE 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Elsevier Inc. All rights reserved. 

FILE 1 ESBIOBASE 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 1 FEDRIP 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 1 FOMAD ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 1 FOREGE ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 'FROSTI' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 1 FSTA 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 International Food Information Service 

FILE 'GENBANK 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 'HEALSAFE' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 'IFIPAT' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 IFI CLAIMS (R) Patent Services (IFI) 

FILE 'IMSPRODUCT' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 IMSWORLD Publications Ltd 

FILE • JICST-EPLUS' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Japan Science and Technology Agency (JST) 

FILE 'KOSMET' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 International Federation of the Societies of Cosmetics Chemists 

FILE 'LIFESCI' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE ' MEDICONF 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (c) 2004 FAIRBASE Datenbank GmbH, Hannover, Germany 

FILE 'MEDLINE' ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 'NIOSHTIC ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 U.S. Secretary of Commerce on Behalf of the U.S. Government 
FILE »NTIS' ENTERED AT 10:47:24 ON 08 JUL 2004 



FILE ' IMSDRUGNEWS 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 IMSWORLD Publications Ltd 

FILE 1 DRUGU 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 THOMSON DERWENT 

FILE 1 IMSRESEARCH ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 IMSWORLD Publications Ltd 

FILE ' EMBAL 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2 004 Elsevier Inc. All rights reserved. 

FILE 1 EMBASE 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Elsevier Inc. All rights reserved. 

FILE 1 ESBIOBASE 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE f FEDRIP 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 1 FOMAD ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 'FOREGE' ENTERED AT 10:47:24 ON 08 JUL 2 004 
COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 'FROSTI' ENTERED AT 10:47:24 ON 08 JUL 2 004 
COPYRIGHT (C) 2004 Leatherhead Food Research Association 

FILE 1 FSTA 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 International Food Information Service 

FILE 'GENBANK' ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 'HEALSAFE' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 'IFIPAT' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 IFI CLAIMS (R) Patent Services (IFI) 

FILE ' IMSPRODUCT' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 IMSWORLD Publications Ltd 

FILE ■ JICST-EPLUS 1 ENTERED AT 10:47:24 ON 08 JUL 2 004 
COPYRIGHT (C) 2004 Japan Science and Technology Agency (JST) 

FILE 1 KOSMET 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 International Federation of the Societies of Cosmetics Chemists 

FILE 'LIFESCI* ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE ' MEDICONF ' ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (c) 2 004 FAIRBASE Datenbank GmbH, Hannover, Germany 

FILE 'MEDLINE' ENTERED AT 10:47:24 ON 08 JUL 2004 

FILE 'NIOSHTIC ENTERED AT 10:47:24 ON 08 JUL 2004 

COPYRIGHT (C) 2004 U.S. Secretary of Commerce on Behalf of the U.S. Government 
FILE 'NTIS' ENTERED AT 10:47:24 ON 08 JUL 2004 



Compiled and distributed by the NTIS, U.S. Department of Commerce. 
It contains copyrighted material. 
All rights reserved. (2004) 

FILE ' NUTRACEUT 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

Copyright 2004 (c) MARKETLETTER Publications Ltd. All rights reserved. 

FILE 1 OCEAN 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 



FILE 'PASCAL' ENTERED AT 10:47:24 ON 08 JUL 2 004 

Any reproduction or dissemination in part or in full, 

by means of any process and on any support whatsoever 

is prohibited without the prior written agreement of INIST-CNRS. 

COPYRIGHT (C) 2004 INIST-CNRS. All rights reserved. 

FILE 1 PCTGEN 1 ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 WIPO 

FILE 1 PHAR 1 ENTERED AT 10:47:24 ON 08 JUL 2 004 
COPYRIGHT (C) 2004 PJB Publications Ltd. (PJB) 



FILE ' PHARMAML 1 ENTERED AT 10:47:24 ON 08 JUL 2004 

Copyright 2004 (c) MARKETLETTER Publications Ltd. All rights reserved. 



FILE 'PHIC ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 PJB Publications Ltd. (PJB) 



FILE 'PHIN' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 PJB Publications Ltd. (PJB) 



FILE 1 PROMT ' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Gale Group. All rights reserved. 

FILE 'PROUSDDR' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Prous Science 

FILE 'RDISCLOSURE' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT (C) 2004 Kenneth Mason Publications Ltd. 

FILE 'SCISEARCH' ENTERED AT 10:47:24 ON 08 JUL 2004 
COPYRIGHT 2 004 THOMSON IS I 



FILE 1 SYNTHLINE 1 ENTERED AT 10:47:24 ON 08 JUL 2 004 
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TI New nucleic acids encode enzymes of wasp venom, are useful to treat 

insect sting allergy or immune system-related disorders and differ from 
the genomic sequences in that introns have been removed 

IN King T P 

PA (UYRQ) UNIV ROCKEFELLER. 

PI WO 2000018896 Al 20000406 72p 

AI WO 1999-US23211 19991001 

PRAI US 1998-166205 19981001 

PSL Claim 9; Fig 4 

DED 25 JUL 2000 (first entry) 

DT Patent 

LA English 

OS 2000-293139 [25] 

CR P-PSDB: AAY84614 

DESC cDNA encoding a Pol a venom hyaluronidase polypeptide. 

KW Pol a venom; hyaluronidase; paper wasp; immune response; immunogen ; 

vespid venom; allergen- specif ic allergy; hymenoptera venom; autoimmune 
condition; allergic condition; viral infection; HIV; human 
immunodeficiency virus; Herpes Simplex virus; papilloma virus; ss. 

ORGN Polistes annularis. 

AB The present sequence encodes a Pol a venom hyaluronidase 

polypeptide, isolated from the paper wasp. The enzyme acts on the 
disaccharide unit of D-glucoonic acid and N-acetyl-D-glucosamine . The 
recombinant Polistinae venom is used to modulate an immune response to an 
immunogen in a mammal, particularly a vespid venom allergen-specific 
allergy, or allergy to other hymenoptera venom. Alternatively the venom 
enzyme is used to treat an immunologically affected disease or disorder, 
particularly a pathogenic disease or disorder, an autoimmune condition, 
an allergic condition, especially an allergy to hymenoptera venom, or a 
viral infection, especially human immunodeficiency virus (HIV) , 
Herpes Simplex virus or papilloma virus. The enzyme is also useful to 
diagnose allergy. 
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The identification of the HYAL1 hyaluronidase enzyme as 
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a human 
herein 



plasma-derived myeloid colony-stimulating factor (CSF) , 
designated CSF5 -hyaluronidase, its recombinant production and methods of 
use are described. This protein may be used for the treatment of 
myelosuppression as may occur after irradiation, chemotherapy or other 
diseases where an increase in leukocyte levels may be beneficial. For 
example, CSF5 may be used to enhance the immune response to viral 
infection or other diseases associated with immune suppression. 
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ENDOPLASMIC RETICULUM STRESS IN MUCOSAL SMOOTH MUSCLE CELLS 
UPREGULATES HYALURONAN DEPOSITION AND LEUKOCYTE ADHESION. 
Majors, Alana K. [Reprint Author]; Austin, Richard C; de 
Motte, Carol A. la; Pyeritz, Reed E . ; Strong, Scott A. 
Cleveland, OH, USA 

Digestive Disease Week Abstracts and Itinerary Planner, 
(2003) Vol. 2003, pp. Abstract No. T1165 . e-file. 
Meeting Info.: Digestive Disease 2003. FL, Orlando, USA. 
May 17-22, 2003. American Association for the Study of 
Liver Diseases; American Gastroenterological Association; 
American Society for Gastrointestinal Endoscopy; Society 
for Surgery of the Alimentary Tract. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 7 Jan 2 004 
Last Updated on STN: 7 Jan 2 004 
Endoplasmic reticulum (ER) stress is associated with inflammation, but the 
relationship between ER stress and inflammatory diseases is not known. We 
have previously shown that the inflammation typical of Crohn's disease and 
ulcerative colitis is associated with enhanced deposition of hyaluronan 
(HA) in the extracellular matrix of the intestinal mucosa. Although 
mucosal smooth muscle cells (M-SMCs) are recognized to produce HA, the 
mechanisms responsible for this abnormal HA accumulation remain poorly 
understood. Therefore, we examined the capacity of ER stress to modulate 
HA deposition by M-SMCs in cultures derived from human colon surgical 
specimens. Visualization of hyaluronan with affinity histochemistry and 
fluorescent confocal microscopy demonstrated little accumulation of HA in 
untreated cultures. In contrast, M-SMC cultures treated with tunicamycin, 



DOCUMENT TYPE: 

LANGUAGE : 
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AB 



an agent that strongly induces ER stress by interfering with 
glycosylation, demonstrated a matrix rich in HA that was present in both 
coat and novel, cable -like structures. Thapsigargin and A23187, which 
induce ER stress by altering calcium homeostasis, also upregulated the 
deposition of HA. Likewise, dextran sulfate, another agent that induces 
ER stress, and promotes intestinal inflammation in vivo, dramatically 
induced HA deposition. Leukocyte adhesion assays employing radiolabeled 
U93 7 cells or peripheral blood mononuclear 

leukocytes, demonstrated minimal leukocyte binding to untreated M-SMCs, 
but significantly increased adhesion (15-fold) when ER function of the 
M-SMCs was initially perturbed. The bound leukocytes were released by 
digestion with hyaluronidase, suggesting HA-mediated adhesion. 
Fluorescence microscopy confirmed that the HA-containing cables served as 
attachment sites for the leukocytes. This data indicates a novel 
mechanism exists through which ER stress of M-SMCs induces leukocyte 
adhesion by enhancing the accumulation of a unique form of hyaluronan and 
suggests that ER stress may contribute to the pathogenesis of inflammatory 
bowel disease by altering the extracellular matrix and its capacity to 
interact with leukocytes . . 
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AB The present invention relates to hyaluronidase enzyme methods, 

vaccines and compns . for treating or preventing pathogenic infections, 
such as HIV, in a patient. The invention also relates to methods, 
vaccines and compns. for providing immunity against HIV infection in a 
patient comprising treating the patient with HIV virus or HIV 
infected cells that have been treated with 
hyaluronidase . 
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AB A human T cell clone recognizing an antigen expressed by a synovial cell 

of a rheumatoid arthritis (RA) patient in HLA-DR-restricted manner is 
disclosed, which clone is very useful in exploring the pathogenesis of 
RA and developing a method for treating and preventing RA. 
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TITLE: Glucocorticoids enhance interleukin-4 production to 

neo-antigen (hyaluronidase) in children immunocompromised 
with cytostatic drugs. 

Edelbauer M.; Gerstmayr M. ; Loibichler C; Jost E.; Huemer 
M.; Urbanek R. ; Szepfalusi Z. 

Z. Szepfalusi, Department of Paediatrics, AKH, 
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03 8 Adverse Reactions Titles 
English 
English 

Immunoglobulin E (IgE) -mediated immediate -type allergic reactions to 
hyaluronidase have been observed in children with central nervous 
system (CNS) tumors. Glucocorticoids, used as therapy for brain edema, are 
discussed controversially as T helper 2 (Th2) stimulatory factors. In this 
study we investigated the role of glucocorticoids on a Th2 
cytokine-promoting effect in children with CNS tumors. Peripheral 
blood mononuclear cells (PBMCs) from: 2 9 children 

suffering from malignant brain tumors, of whom 23 received short-term 
glucocorticoid treatment (for 3-4 days) during the course of chemotherapy; 
18 children with nephrotic syndrome or renal transplantation receiving 
long-term glucocorticoid treatment; and 13 healthy children, were 
incubated with phytohemagglutinin (PHA) and/or anti-CD2 8 monoclonal 
antibody (mAb) and, in a second approach, with hyaluronidase. 
The concentrations of Th cell-mediated cytokines - interleukin (IL)-4, 
IL-10, and interferon-y (IFN-y) -were measured in supernatants . 
The IL-4 production of PBMCs incubated with PA/anti-CD2 8 mAb from children 
with repeated coadministration of glucocorticoids, hyaluronidase 
, and cytostatic drugs (median: 249.9 pg/ml; range: 234.4-261.7) was 
significantly higher (p < 0.0001) than IL-4 production of PBMC from 
children of all the other groups (median: 86.18; range: 16.0-212.5). There 
was no significant difference in the levels of IL-10 and IFN-y 
within the groups . PBMCs stimulated only with hyaluronidase 
failed to produce detectable levels of cytokines. The results of this 
study indicate that repeated co-administration of glucocorticoids and 
hyaluronidase (a neo-antigen) enhance IL-4 production in vitro and 



thus may induce the production of specific IgE antibodies in children 
immunocompromised with cytostatic drugs. Hyaluronidase itself 
does not stimulate in vitro IL-4 synthesis in PBMCs of children receiving 
cytostatic drugs. . COPYRGT . 2 002 Blackwell Munksgaard. 
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No. 1, pp. 199-203. print. 
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Article 
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Entered STN: 27 Nov 2 002 
Last Updated on STN: 27 Nov 2002 
AB The involvement of hyaluronic acid (HA) oligosaccharides and blood-derived 
mononuclear cells in inflammatory processes prompted us to determine 
whether peripheral blood mononuclear cells 

(PBMC) possess hyaluronidase activity. PBMC were incubated with 
macromolecular-tritiated HA at pH 3.8 and supernatants were analysed by 
size exclusion chromatography to reveal digestion of HA. This digestion 
was due to the CD14 -positive (CD14+) , adherent, non-specific 
esterase -positive, subpopulation of PBMC. Hyaluronidase 
activity (72 kDa) was found in aqueous and non- ionic detergent PBMC 
extracts but not in the medium in which the cells had been cultured. 
These results indicate that hyaluronidase is, at least in part, 
linked to the membrane rather than excreted. Hence, monocytes have one or 
more hyaluronidases that can generate a pool of active HA fragments within 
tissues. Hyaluronidase activity was also found in 3/3 

myelomonocytic lineage leukaemias but not in 3/3 lymphoblastic leukaemias. 
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New bee venom polypeptides, useful for modulating immune 
responses e.g. in individual hypersensitive to the venom and 
for identifying individual at risk for bee venom 
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recombinant glycosylated protein production and 
hybridoma- derived monoclonal antibody for use in 
recombinant vaccine 
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Patent 
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WPI: 2002-082988 [11] 
BIOTECHDS 
DERWENT ABSTRACT: 

NOVELTY - A substantially pure polypeptide (I) derived from bee venom Api 
m 6, comprising an amino acid (aa) sequence at least 70% identical to a 
fully defined sequence (SI) of 67 aa as given in the specification, is 
new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: (1) an antibody (Ab) which binds to (I) ; (2) a hybridoma (II) 
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producing an antibody which binds to the same epitope to which the 
monoclonal antibody produced by the 5E11 (Accession number undefined) 
binds; (3) a composition (III) comprising polypeptide fragments of 6-72 
amino acids of the Api m 6 protein; (4) a pharmaceutical composition (IV) 
comprising (I) and a carrier; and (5) a kit comprising in one or more 
containers, a substance selected from (I), a overlapping polypeptide 
fragments of (I) and Ab. 

WIDER DISCLOSURE - The following are disclosed: (1) variant of (I) ; 
(2) fragments of (I) ; (3) modified forms of (I) , its fragments and their 
variants; and (4) chimeric or fusion proteins of (I) . 

BIOTECHNOLOGY - Preparation: (I) is produced by standard DNA 
recombinant techniques. Preferred Polypeptide: (I) preferably comprises 
an aa sequence 90 % identical to (SI) ; or a sequence at least 70% 
identical to a 69, 71 or 73 aa sequence as given in the specification. 
(I) is preferably glycosylated, binds to a human immunoglobulin E (IgE) 
antibody, stimulates T-cell proliferation, and binds to the monoclonal 
antibody 5E11. Preferred Antibody: Ab is preferably monoclonal, 
polyclonal or humanized antibody, where the monoclonal antibody binds to 
the same epitope to which the monoclonal antibody produced by hybridoma 
5E11 binds. Preferred Hybridoma: (II) is preferably hybridoma 5E11. 
Preferred Composition: (III) comprising fragments of (I), preferably 
comprises fragments of 20-100, more preferably 40-60 amino acids. In 
(III) , at least one polypeptide has an amino acid sequence that overlaps 
by at least 3 amino acids preferably 5-10 amino acids, with at least one 
other polypeptide in the composition. (Ill) comprises a set of 
polypeptide fragments that map the total length of (I) . (IV) further 
comprises a second bee venom polypeptide, selected from phospholipase A2, 
hyaluronidase, allergen C, mellitin, adolapin, minimine, acid 
phosphatase, protease inhibitor, and glycosylated IgE-binding proteins, 
or their analogs or derivatives. 

ACTIVITY - Immunosuppressant. No supporting data is given. 

MECHANISM OF ACTION - Vaccine. 

USE - (I) is useful for modulating an immune response, preferably to 
inhibit an immune reaction by the subject against (I) . (I) is useful for 
identifying an individual at risk for bee venom hypersensitivity. The 
method comprises administering (I) to the individual and measuring an 
immune response raised against (I) , where a detectable immune response 
indicates that the individual is at risk for bee venom hypersensitivity 
and where (I) is administered intradermally at a dosage of less than 1 
microgram/ml . Ab is useful for purifying (I) . The method comprises 
contacting (I) with Ab to form (I) -Ab complex, isolating the complex 
formed and recovering (I) from the complex (all claimed) . 

ADMINISTRATION - (I) is administered through parenteral e.g. 
intravenous, intradermal, subcutaneous, oral (e.g. inhalation), 
transdermal (topical), transmucosal or rectal routes. No specific dosage 
detail is given. 

EXAMPLE - The Api m 6 bee venom protein was identified in studies 
examining the reactivity of immunoglobulin (Ig)E-sera derived from 
patients hypersensitive to purified bee venom (BV) proteins. Serum and 
peripheral blood mononuclear cells (PBMC) 

were obtained from BV hypersensitive patients (grade II -IV, according to 
Mueller's classification) Mueller, J Asthma Res 3:331-333 (1966). All 
patients had BV specific IgE (at least 0.35 kU/I) and positive 
intradermal skin tests (at least 0.1 microgram/ml). BV proteins were 
separated by 15% SDS-PAGE (sodium dodecyl sulf ate-polyacrylamide gel 
electrophoresis) under non-reducing conditions and blotted to PVDF 
membranes in CAPS/methanol buffer (10 mM CAPS, 10% methanol, pH 11) . 
Membranes were blocked with non-fat milk (5%) in phosphate buffered salt 
(PBS) solution containing 0.1% Tween 20 (PBS-Tween) , then incubated with 
patient's sera (1/10 in PBS-Tween) for 24 hours at 4 degrees C. Specific 
IgE binding was detected using a biotinylated monoclonal mouse ant i -human 
IgE antibody (pharmingen, Hamburg, Germany) followed by incubation with 
streptavidin conjugated horseradish peroxidase (HRP) (UBI, Lucerna Chem 
AG, Luzern, Switzerland) . Peroxidase reactivity was visualized by 



enhanced chemiluminescence (ECL, Amersham, UK) . Analysis of IgE sera from 
43 patients reactive with separated BV proteins revealed a previously 
undescribed band at about 8 kD in 18 (42%) of the samples. The 8 kDa 
protein corresponding to the observed 8 kDa band was purified from other 
BV proteins by size exclusion chromatography. Chromatography was 
performed by lyophilizing whose BV (Apis mellifera) (Latoxan, Rosans, 
France) in 50% formic acid. Particles were removed by centrifugation and 
filtration prior to sample application to BioRad P-60 column (2.5x100 cm) 
(BioRad, Glattbrugg, Switzerland) equilibrated in 50% formic acid. Acidic 
conditions were used to minimize melittin tetramer formation. Bello, et 
al . , Biochemistry 21:461-465 (1982). Fractions of 4 ml were collected at 
a flow rate of 6.5 ml/h. Each fraction was lyophilized, dissolved in 0.02 
N acetic acid and analyzed by SDS-PAGE. Laemmili, Nature 227:680-685 
(1970. Fractions containing the 8 kDa band eluted in a broad peak between 
the peaks of two other bee venom proteins, PLA2 and melittin. Matrix 
assisted laser ionization-time of flight (MALDI-TOF) mass spectrometry 
analysis of these fractions revealed the presence of four proteins with 
molecular weights of 7,190, 7400, 7,598 and 7,808 Da. The four proteins 
were further purified by reverse phase high performance liquid 
chromatography (HPLC) using two runs through a C4 column (Phenomex 
W-Porex; 250x46 mm; Rancho Palos Verdes, CA, USA) . Water acetonitrile 
gradient was used for separation (buffer A: 10% acetonitrile, 0.1% 
trif luoroacetic acid in water; buffer B:90% acetonitrile, 0.1% 
trif luoroacetic acid in water) . All four proteins were recognized by IgE 
from a BV hypersensitive patient that was positive for the 8 kDa protein 
in the initial screening, were named Api m 6.01, Api m 6.02, and Api m 
6.03, and Api m 6.04, respectively. (32 pages) 
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AB Pathological changes in inflammatory bowel disease include an increase in 
intestinal mucosal mononuclear leukocytes and hyperplasia of the 
muscularis mucosae smooth muscle cells (M-SMCs) . Because virus infections 
have correlated with disease flare, we tested the response of cultured 
M-SMCs to respiratory syncytial virus, measles virus, and the viral 
analogue, poly (IcntdotC) . Adhesion of U937 cells and peripheral 
blood mononuclear cells was used to measure the 

leukocyte-interactive potential of M-SMCs. Untreated M-SMCs, only 
minimally adhesive for leukocytes, bound U937 cells after treatment with 
respiratory syncytial virus or measles virus. Mononuclear leukocytes also 
bound to poly (IcntdotC) -treated M-SMCs. Although both vascular cell 
adhesion molecule-1 mRNA and protein increased 3-4-fold in 
poly (IcntdotC) -treated M-SMC cultures, U937 cell adhesion was not blocked 
by an anti -vascular cell adhesion molecule-1 monoclonal antibody. 
However, hyaluronidase digestion of poly ( IcntdotC) - or 

virus-treated M-SMCs dramatically reduced leukocyte adhesion (apprx75%) . 
Fluorophore-assisted carbohydrate electrophoresis demonstrated a 



apprx3-fold increase in surface-bound hyaluronan on poly { IcntdotC) -treated 
M-SMCs compared with untreated controls. In addition, pretreatment of 
mononuclear cells with a blocking anti-CD44 antibody, greatly decreased 
adhesion to poly (IcntdotC) -treated M-SMCs. Recognition of this 
virus-induced hyaluronan/CD44 mechanism of mesenchymal cell/leukocyte 
interaction introduces a new avenue in the research of gut inflammation. 
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AB We have found that HIV-1 infection of two unrelated monocytic cell 

lines (THP-1 and MonoMac) results in a new homotypic adhesion phenotype. 
Whereas uninfected cells grow as single cell suspensions, HIV- 
infected cells grow as large aggregates . When the 

expression of adhesion molecules was investigated, CD44 was almost 

completely depleted from the surface of HIV-infected 

cells. This project aims to define the mechanism of CD44 loss and 

to investigate the potential role of CD44 as an accessory molecule in HIV 

infection. Immunoprecipitation, western blot analysis, and ELISA assays 

showed that CD44 was not found on the surface, in internal complexes, or 

in the culture supernatant. Northern blot analysis showed similar RNA 

patterns in HIV-infected cells and 

uninfected control cells in both size and quantity. Pulse chase 
experiments showed that CD44 core protein could not be detected in the 
infected cells. Thus the loss of CD44 was most likely due to a 
translational block. Attempts to restore CD44 expression with expression 
vectors were not successful. CD44 loss in monocytes infected in vitro and 
from HIV-1 infected patients could not be demonstrated. To evaluate CD44 
as a potential co-receptor for HIV, antibody blocking experiments and 
infection of a CD44 negative cell line were carried out. An anti-CD44 mAb 
partially inhibited HIV-1 infection of a monocytic cell line in a dose 
dependent fashion. A CD44 -negative mutant cell line was established from a 
monocytic cell line. The mutant and parental cell lines showed similar 
susceptibility to HIV-1 infection and cytopathic effects. Therefore, CD44 
may play an accessory role in HIV-1 infection but not a necessary role. 
Finally, the functional significance of the CD44 loss was investigated. 
Both the uninfected and infected monocytic cells showed no binding to 
hyaluronic acid even after stimulation with phorbol ester or treatment 
with hyaluronidase. However, in another cell line that was 
inducible by phorbol ester to bind hyaluronate, the virus bound to 
hyaluronate only when it was produced in phorbol ester-stimulated cells. 
Therefore, the presence of CD44 on viral surface may have functional 
significance . 
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AB A proposed role for antigen-presenting dermal dendrocytes in the 
pathogenesis of many dermal inflammatory skin diseases remains 
speculative. We therefore sought to determine the phenotype and 
functional characteristics of antigen-presenting cells isolated from 
normal human dermis. Normal adult human skin was incubated overnight with 
dispase at 4 degree C, the epidermis was removed, and the residual dermal 
preparation was then minced and digested with a mixture of 
hyaluronidase, collagenase, and DNAase at 3 7 degree C, prior to 
filtration through mesh. Dermal cell suspensions thus obtained were 
stained using specific monoclonal antibodies, and analysed by fluorescence 
microscopy or flow cytometry. Mean values were as follows: CD45+ 
leucocytes 39%, HLA-DR+ cells 39%, Ulex europaeus agglutinin 1+ 
endothelial cells 26%, CDla+ cells 3.9%, CDllb+ cells 16%, CDllc+ cells 
6%. Mitomycin C-treated crude dermal cell suspensions induced 
allostimulation of peripheral blood 

mononuclear cells in a 7 -day culture, as assessed by 3H-TdR 
incorporation. Depletion of CDla+ Langerhans-like cells from the dermal 
cell preparation, by 95, 74 and 90% in three separate experiments using 
immunomagnetic beads, reduced 3H-TdR incorporation at optimal 
responder-to-stimulator cell ratios by 90, 64, and 87%, respectively. Our 
findings suggest that, in normal human dermis, the great majority of the 
alloantigen-presenting capacity resides in the CDla+ Langerhans cell-like 
dendritic antigen-presenting cell population, and not to any great extent 
in either CDla- macrophage -like cells, or HLA-DR+ endothelial cells. The 
relationship of the CDla+ dermal antigen-presenting cells to the 
Langerhans cell lineage remains to be determined. 
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AB A mouse model of joint destruction initiated by human inflammatory cells 
from patients with rheumatoid arthritis (RA) was established where 
synovial membrane implants induced pannus formation and erosion of 
cartilage. Implantation of normal synovial membrane and control tissues 
like human thymus produced only a mild and transient synovitis. This 
method was not successful with human peripheral blood 
mononuclear cells (PMNC) , T-cell lines reactive to mouse or rat 
collagen type II and synovial mononuclear cells because of their 
immigration from the knee joint without causing destruction. Cell 
immigration was reduced but not prevented by pre -activation with 
mitogens. This model is useful for studying pathogenetic aspects of 



joint destruction as well as effects of new drugs or novel treatment 
strategies . 

ABEX Methods SCID.bg mice had single cell suspensions injected into knee 

joints or tissue grafted into the joints. Results When PMNC, 

collagen-reactive T-cell lines and synovial membrane cell (SMNC) 
suspensions left the joint space and migrated into the mouse synovial 
membrane reaching peak numbers 12 hr after injection into the knee joint. 
Preactivation of PMNC or SMNC by a strong polyclonal activator reduced 
migration. Simultaneous injection of mouse or rat collagen or actionized 
mouse collagen or pretreatment of the joint with hyaluronidase 
did not induced formation of an inflammatory focus or persistence of 
human cells for more than a few hrs . No erosions were seen in adjacent 
cartilage. When inf lammed synovial membrane from RA patients was 
implanted into the knee joints, it induced cartilage and bone erosion 
similar to that induced by pannus tissue. Control experiments of surgery 
with no transfer of tissue caused no destruction and transfer of human 
thymus tissue and normal synovial membrane induced only a mild, transient 
synovitis. 7 Days after implantation at the site of cartilage 
destruction there were a large number of human macrophages but human T 
cells were very scant. Human pannus tissue rich in CD68+ macrophages 
eroded mouse bone; mouse granulocytes accumulated close to or inside the 
human tissue. (K65/JC) 
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AB Ferritin contents in peripheral blood or synovial fluid leukocytes from 24 
RA patients and 14 healthy donors were measured by 2 -sites 
immunoradiometric assay as supernatants after cells with 5 times 
repetition of freezing and thawing were centrifuged at 3000 r.p.m. for 
20min. Ferritin contents per a single cell (f g/cell) were calculated from 
the value of measured supernatants divided by the number of cells. 
Polymorphonuclear cells (PMN) and mononuclear cells (MNC) were separated 
from buffy coats or synovial fluid with heparin (lOu/ml) and 
hyaluronidase (2 Ou/ml) by Conray-Ficoll gradient sedimentation 
method. Peripheral blood mononuclear 

cells (l*106cells/ml; PBM) were suspended in RPMI 1640 medium containing 
10% fetal calf serum and cultured in 5% C02 incubator at 37.DEG.C for 7 
days with or without addition of different concentration of ferric citrate 
ranged from 0.01 to ImM. Ferritin contents in PBM were increased with 
addition of ferric citrate in dose -dependent manner. Ferritin contents in 
peripheral blood PMN (mean+SEM=5 . 3±2 . 6f g/cell , n=16) and 
MNC(9.3±3.3fg/cell, n=16) of RA patients were not significantly 
different from that of healthy controls (PMN: 4 . 1±2 . 6f g/cell , n=14 and 
MNC: ll.l±2.7fg/cell, n=15) . It was, however, found in both groups that 
ferritin contents in MNC were higher than that in PMN. Ferritin contents 
in synovial fluid PMN (29 . 7±9 . 5f g/cell , n=16) and MNC (62. 4.+- 
.7. If g/cell, n=16) of RA patients were remarkably higher than that in 
peripheral blood leukocytes . (author abst . ) 
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AB Many glioma -derived cell lines have the capability of escaping 

cell -mediated immune attack. One mechanism of escape is the secretion of 

a hyaluronidase- sensitive mucopolysaccharide coat by these 

cells. This coat prevents contact and tumor cell killing by specific 

cytolytic allogeneic lymphocytes. The production of the coat by the tumor 

cells in stimulated by a macromolecular factor released by 

peripheral blood mononuclear (PBMC) cells in 

culture. We have examined the morphologic and ultrastructural features of 
this extracellular matrix. Three coat -producing lines were studied. 
Under phase contrast light microscopy, the coat is a clear pericellular 
'halo'. To stain this zone, ruthenium red and Alcian Blue 8 G stains, 
which bind to acid mucopolysaccharides (to a large extent, hyaluronic 
acid), were used. The two stains produced similar results. With light 
microscopy, a weblike pattern of stain was evident throughout the halo 
region. With transmission electron microscopy, staining was found along 
the plasma membrane of the glioma cells and their microvilli, stretching 
in long, branching filaments from these surfaces and, in some instances, 
from one microvillus to the next. Since mucopolysaccharide matrices have 
a large aqueous component, it was necessary to determine whether 
dehydration alters the stain pattern. Therefore, undehydrated ruthenium 
red stained specimens from each culture were embedded in Quetal 651 (Ted 
Pella, Inc., Tustin, CA) , a water soluble plastic. No morphologic 
differences were noted between the hydrated and dehydrated specimens. 
This study indicates that numerous long microvilli and a secreted 
mucopolysaccharide matrix are important structural elements of the 
lymphocyte -stimulated tumor cell halo in vitro. The mechanism by which 
the PBMC factor stimulates coat formation and the importance of the coat 
in in vivo tumor defenses remain to be elucidated. 
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AB A proposed role for antigen-presenting dermal dendrocytes in the 
pathogenesis of many dermal inflammatory skin diseases remains 
speculative. We therefore sought to determine the phenotype and 
functional characteristics of antigen-presenting cells isolated from 



normal human dermis. Normal adult human skin was incubated overnight with 
dispase at 4 degrees, the epidermis was removed, and the residual dermal 
preparation was then minced and digested with a mixture of 
hyaluronidase, collagenase, and DNAase at 37 degrees, prior to 
filtration through mesh. Dermal cell suspensions thus obtained were 
stained using specific monoclonal antibodies, and analysed by 
fluorescence microscopy or flow cytometry. Mean values were as follows: 
CD45+ leucocytes 39%, HLA-DR + cells 39%. Ulex europaeus agglutin 1+ 
endothelial cells 26%, CDla+ cells 3.9%, CDllb+ cells 16%, CDllc+ cells 
6%. Mitomycin C-treated crude dermal cell suspensions induced 
allostimulation of peripheral blood 

mononuclear cells in a 7 -day culture, as assessed by 3H-TdR 
incorporation. Depletion of CDla+ Langerhans-like cells from the dermal 
cell preparation, by 95,74 and 90% in three separate experiments using 
immunomagnetic beads, reduced 3H-TdR incorporation at optimal 
responder-to-stimulator cell ratios by 90, 64, and 87%, respectively. Our 
findings suggest that, in normal human dermis, the great majority of the 
alloantigen-presenting capacity resides in the CDla+ Langerhans cell-like 
dendritic antigen-presenting cell population, and not to any great extent 
in either CDla- macrophage -like cells, or HLA-DR+ endothelial cells. The 
relationship of the CDla+ dermal antigen-presenting cells to the 
Langerhans cell lineage remains to be determined 
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AB We have found that HIV-1 infection of two unrelated 

monocytic cell lines (THP-1 and MonoMac) results in a new homotypic 
adhesion phenotype . Whereas uninfected cells grow as single cell 
suspensions, HIV-infected cells grow as large aggregates. When 
the expression of adhesion molecules was investigated, CD44 was almost 
completely depleted from the surface of HIV-infected cells. This 
project aims to define the mechanism of CD44 loss and to investigate the 
potential role of CD44 as an accessory molecule in HIV 

infection. Immunoprecipitation, western blot analysis, and ELISA assays 
showed that CD44 was not found on the surface, in internal complexes, or 
in the culture supernatant. Northern blot analysis showed similar RNA 
patterns in HIV-infected cells and uninfected control cells in 
both size and quantity. Pulse chase experiments showed that CD44 core 
protein could not be detected in the infected cells. Thus the loss of CD44 
was most likely due to a translational block. Attempts to restore CD44 
expression with expression vectors were not successful. CD44 loss in 
monocytes infected in vitro and from HIV-1 infected patients 
could not be demonstrated. To evaluate CD44 as a potential co-receptor for 
HIV, antibody blocking experiments and infection of a CD44 
negative cell line were carried out. An anti-CD44 mAb partially inhibited 
HIV-1 infection of a monocytic cell line in a dose dependent 
fashion. A CD44 -negative mutant cell line was established from a monocytic 
cell line. The mutant and parental cell lines showed similar 
susceptibility to HIV-1 infection and cytopathic effects. 
Therefore, CD44 may play an accessory role in HIV-1 infection 
but not a necessary role. Finally, the functional significance of the CD44 
loss was investigated. Both the uninfected and infected monocytic cells 
showed no binding to hyaluronic acid even after stimulation with phorbol 
ester or treatment with hyaluronidase . However, in another cell 
line that was inducible by phorbol ester to bind hyaluronate, the virus 
bound to hyaluronate only when it was produced in phorbol ester- stimulated 
cells. Therefore, the presence of CD44 on viral surface may have 
functional significance. 
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